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Opening Session

10-10:30 

· Introduction   David
· The UK Research Councils: objective, operation, interest in reversibility Joy, Naomi, 
       Jef
· Progress on reversibility at NIH, Lis 
· Recording the proceedings: Ian

Pathways I, Chair, Chris

10: 30-11:00 Topography of adversity: examining the links among unfavorable environments, possibly coupled to one or more favorable environments for the same individual, in the first 15 years of life. A key point here is that one or more unfavorable environments may be partially, or almost fully, negated by positive environments operating concurrently or subsequent to the negative environment, a topic to be examined again under moderating factors (“differential susceptibility) on Tuesday morning. (15-minute presentation and 15 minute discussion) Brooke (BY REMOTE)

11:00- 12:15 Long-term outcomes and Mediating factors/pathways. Examining the extent of associations between early unfavorable environments and long-term outcomes. 

1) Intergenerational transmission of risk.

 Brief overview of early adversity (maternal lifestyle, diet, low birth weight) and long-term outcome (cvd, metabolic, other); conceptual models for links and where the weight of evidence is currently (molecular pathways underlying stress/HPA hyper-responsiveness and insulin resistance and the early life programming of these); new work and other ‘openers’ for discussion. (10-minute presentation and 10 minute discussion) Keith

2) Early life adversities, health, and the web of causation. 

Presentation of meta-analysis on child maltreatment and obesity, highlighting the methodological challenges in testing the causal role of ELA on health. (10-minute presentation and 10 minute discussion) Andrea

11:40-11:55 Break

11:55-12:15 Building an understanding of pathways from early life adversity to adult outcome. 

Presenting life-course studies using examples from the 1958 birth cohort. (10minute and 10 minute discussion) Chris

12: 15-12:45. Moderating factors on the pathways from early life adversity to adulthood

Mmoderation by maternal nurturance/parental warmth of negative consequences of early adversity on metabolic outcomes/allostatic load. Example of “shift and persist”. Are these clues to intervention? Do we need to tie these cognitive strategies to better-delineated psychobiological differences among individuals?  (15 minutes and 10mins discussion), Teresa

12:45-1:30 Lunch on site

Pathways II, Chair, Chris

1:30-2:00 Estimating attributable risk.

Presentation will focus on the Pareto principle for estimating attributable risk but this presentation is intended to open discussion of approach to estimating attributable risk when risk factors are clustered and moderated across the life course (15 minute presentation and 15 minute discussion) Temi (BY REMOTE) 

*****************


  Interventions I: Delineating strategies, Chair, Elissa

Please see Table 1 and 2 on the last page for schemata that may help organize discussion and planning

2-3:30 Anticipating approaches to intervention

1. Reopening critical periods: the importance of neuroplasticity in adults 

The model proposed at our first meeting will be reviewed, which involved re-opening critical periods (including both behavioral and pharmacological techniques).  We might call this 2-step model the Conditioning after Promoting plasticity (CAPP). Where to go from here?   Discussion of reasonable next steps and novel ideas.   What are the best uses of animal models to test the two-step model? (15 minute presentation, 15 minute discussion) Bruce (REMOTE), informal discussant: Frances 


2.   Focusing on neural, psychological and social sequelae of early adversity  

Neural correlates and personality Summarize work on ELA with personality, neural correlates (structure and function), estimated persistence, malleability, and intervention ideas (including targeting those with low executive functioning). (10 minute presentation, 10 minute discussion)  Essi and Eamon 

3.  Life course predictors of adult social exclusion and implications for intervention (10 minute presentation, 10 minute discussion), John 


3. The roles of multi-systems interventions and of those aimed at single targets.  Introduce topics, group discussion (20 minutes)

Adversity alone does not predict outcomes in part because of subsequent exposures/environments, and both biological and social/behavioral buffers. Social/lifestyle factors tend to be highly correlated with each other, and it may make more sense to measure both stress exposures and stress buffers for better prediction of long-term outcomes Interventions typically manipulate one factor at a time, and this has cascade effects on other factors.  Does it make sense to better understand single pathways first, or to jump to multicomponent interventions to look for bigger effects?  Table 1 shows hypothesized effects of different interventions, much is unknown and this is crude categorization attempt. 

On one hand, animal interventions can measure the impact of ELA on a single target system and see if this effect is reversed following an intervention.  It would be enlightening to work on systems that have been well characterized in animals (e.g. amygdala based threat response) and quantifying the intrinsic (e.g. PFC regulatory) and external (e.g. attachment) factors that might affect the homeostasis of that system longitudinally, linking to behavioral outcome
On the other hand, it may make sense to consider which combination of interventions may be most effective.  The CAPP model (conditioning after promoting plasticity) suggests for example that medications plus therapy will be more effective for long-term change.  In the treatment of depression combined effect of antidepressants, particularly SSRIs, may unintentionally reflect this process. Would it be fruitful to identify past clinical trials which tested combined therapies and look at the range of outcomes (described in Table 1) that might be available? Identifying relevant studies will come up again Tuesday, Elissa and Essi to kick off discussion.
3:30-: 345 Tea/coffee break



3:45 – 5:00 pm:  Intergenerational transmission of risk: Two strategies of intervention 

1. Neurobiological changes in the transition to motherhood. 

Data suggest that these changes reflect both a critical or sensitive period in adult development and hence define a valuable opportunity for intervention to offset the impact of adversity early in the mother’s life on her parental competence (15 minute presentation and 15 minute discussion) Frances (BY REMOTE)

2. Malnutrition in mothers of childbearing age.  

The rationale and expected outcome of nutritional interventions to interrupt the intergenerational transmission of risk related to malnutrition  (10 minute presentation 10 minute discussion) Keith Godfrey 

3.  Windows of opportunity across the life span

Selected versus indicated strategies   Selective strategies, in contrast to indicated strategies, might have to target very different age groups depending on the outcome of interest. Trying to ‘Catch’ the prodromal individuals, before the peak onset for any given disorder maybe a wise focus, given that many behavioral and mental health problems start manifesting in adolescence/early adulthood, whilst frank heart disease tends to manifest later on, and may be less reversible at that point than prodromal precursor syndromes  Essi

Unique windows of opportunity. There are biological events, such as changes in hormones during pregnancy and menopause, as well as stressful events that often cause dramatic changes in psychological experience and improvement sin health behaviors, such as learning oneself or spouse has a threatening health condition.  These also happen to be periods of vulnerability for depression and decline.  Could some of these periods be characterized as a reopening of a critical periods (pregnancy) or be capitalized on due to increased motivation to make changes and prioritize relationships and meaningful pursuits?  Possible periods to focus on: Adolescence (Ron Dahl’s work as an example)?   Pregnancy? Menopause?  Diagnosis of disease? (Evidence of growth and change after diagnoses)   Major Stressors that cause re-organization, like losses? (25 minutes, all discussion) Elissa 


 





Tuesday, October 15

.  Intervention II: Selecting targets from delineation of risk persistence pathways Chair, Essi

9:00am – 10:00am


1. Biological embedding and reversibility: The example of telomere length.  

There are now consistent observations of short telomeres and early life adversity (ELA), and appears there is persistence into adulthood among those who are healthy with ELA, but no longitudinal studies from childhood to adulthood yet.  There is also an effect of prenatal exposure to maternal stressor exposure or anxiety, which is likely through different mechanisms than post-natal exposure to stressors, but nevertheless the short TL appears to track through to adulthood.   Longer telomere length is associated with exercise, education, and social support, omega3 levels.  Some suggestive but small-scale evidence that stress reduction and multicomponent interventions (walking, diet, support, meditation) may increase telomerase and lengthen telomeres. Will this system be a helpful marker for reversibility interventions? (15 minute presentation, 15 minute discussion) Elissa

2. Pathways from early trauma:  How interventions might alter inflammatory pathways 

Brief discussion on SSRIs as anti-inflammatory agents. Might they have a role in reducing risk in adults with a history of ELA? (10-minute presentation, 10 minute discussion) Andrea


3.  Integrative discussion (10 minutes)

********************

Accelerating research on reversibility Chairs, David

10- 10:30   Can we more effectively use existing data sets to accelerate our understanding of the malleability of risk and the effects of interventions? What existing data sets might accelerate our understanding of the malleability of risk persistence mechanisms or lay groundwork for interventions in adults (15 minute presentation, 15 minute discussion) Gabriella

10:30-10:45 Break






10:45-11:15 What are the prospects for identifying adults who suffered from severely adverse environments in childhood and are now at risk for the development, as a consequence of that exposure, for major medical disorders?
 
Can we retrospectively (and validly) ascertain a history of early adversity? Given that not all children exposed to adversity suffer ill effects during the life course what additional data on adults are required to ascertain their current risk status? Are there clues to this in personality and personality disorder or in already-appearing biobehavioral syndromes including obesity and addiction or in biomarkers or in brain structure/function? (15 minute presentation)  Essi

How reliable and valid are retrospective accounts of ELA?  New data from the Dunedin sample. ( 5 minute presentation) Andrea



11:15-12:00 Vulnerability in childhood and responsiveness in adults: a strategy for “instant use” of childhood data in adult studies? 

Might indivduals more vulnerable to childhood adversity be more responsive to treatment as adults? A review of genetic influences on differential susceptibility David and Brooke



12-1 Lunch at venue
 
   
AFTERNOON

1-2:45 Open Discussion: Integrating current knowledge into research recommendations

2:45-3 Break

3-4 Continuing discussions
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	Table 1: Review of Targets of Reversibility Interventions


	Preventive Intervention outcomes
	Human Studies
	Animal Studies

	Focus on enhancing brain or behavioral plasticity as a preparatory step for effective preventive intervention in adults (even if the lack of plasticity is not a demonstrable result of early adversity). Pharmacological & behavioral.
Relevance of critical periods? 
	Gazzaley, (Nature, 2013)
Davidson & McEwen Review
	

	Focus on putative risk persistence mechanism or intermediate endophenotypes, such as exaggerated threat responses, neurobiological or endocrine sequelae of adversity, adverse gene expression profiles, decreased telomere function, chronic inflammatory processes (even if there was no test of the intervention on the liability for future ill health) 
	(Powell, Danese, lexapro & TNF 2013)
	

	Focus on adversity outcomes such as personality features, selected medical disorders and psychiatric problems that have been linked to early adversity (even if the reversal of adversity effects was not an aim of the intervention)
	
	





	Table 2: Hypothetical predictions of how Intervention type affect targets
(A speculative table to be edited and shaped during the meeting)


	
	Types of Interventions


	Intervention outcomes
(Detailed in Table 1)
	Exercise
	Nutrition
	Attachment/Social Support
	Stress Reduction /mindful
	Cognitive Training or Therapy?

	Focus on enhancing brain or behavioral plasticity as a preparatory step 
	X
	?
(prenatally?)
	?
	X
	X

	Focus on putative risk persistence mechanism  or intermediate endophenotypes,
	X
	X
	X
	X
	?

	Focus on adversity outcomes personality, physical & mental disorders linked to early adversity 
	X
	X
	?
	?
	?


           

